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(57) Abstract 

A novel benzodiazepine derivative represented by general formula (I), a pharnxaceutically acceptable salt thereof, a pharm- 
aceutical composition thereof, and a process for producing the same. In formula (I), RJ represents optionally substituted aryl, 
J^eHmembered monocyclic group, six-membered monocyclic group or aromatic heterocyclic group comprising five-mem- 
ocred and six-membered rings; and R* represents optionally substituted aryl. The compound (I) has a CCK-B receptor an- 
tagonism and an action of inhibiting pentagastrin-stimulated gastric secretion and hence is useful in treating and preventing 
the diseases wherein a CCK-B recepto r and a gastrin receptor participate. 
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fiftKH^SiOt?*"^^. -bi5fk-&«7(I)tti * CCK-B 
CCK-B b V 




AT 
AU 
BB 
BE 
BF 
BG 
BJ 
BR 
CA 



* - X !• '/ r 

* — a h ? 'J t 

,4*, ,i_ j.- x 

-/n. 4. -f-.-y r v 
-/ #1 # ij r 

-/ v v /I 
*s + 9 



CF +*T-' ij *&filSi 



CG 
CH 
CI 
CM 
CS 
DE 
DK 



3 > J — 

j — h • •> .h* r — ^ 

7' > V— ? 



ES X - - * > 

FI 7 \ >?>Y 

FR 7 7 > X 
GA 

GI *-T 

GB < 4f 'J X 

GR ¥ 'J > * 

HU '* > * U - 

IT < * ij - 

JP B* 

KR *tt£S 

LK X>J7>* 
LU iV^t>7A/ 

mc -e^ ^ 
MG v r n x * 



ML -v ij 
MN -t > a* /l- 
MR •€ — 'J 9 — T 
MW-? 9 < 

nl * 7 > r 

NO / /t »7 a — 
PL — * > K 

RO * — -v — T 

SD Z~-r> 

SE X«Vx — f> 

su+v* < i h»» 

TD + r—Y 
TG 

US *BI 



WO 92/11246 



PCT/JP91/01720 



1 
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^ h ^ — ^ — A )£gft:Jg£LfiU82fctf CCK-B 

-b )gSftfg$Lf£ffifc^-ft ij&*#£3*itv^;& 0 tfc, cck- 

15 A^^^^fetfpfflKib > <CCK-Bg^#:^fet^fflO^\.^b^t/^^ 
& ( Eur. J. Pharmacol., 1 6 2, 273-280, 1989 ) c 

-*r tf ^ k *j-t %> < , * 7 ^ £ 

S^rF^^US 4,8 2 0,8 3 4 fcR^'$tt%il«lflc* i ftie)^-tV,^?>j6S 
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Kttfc (-tteib-h, -<^S*T -t* * v ft Sfr&O^ C C K - A ft^tt fls 
5 iCHi"2)o 

CHz-CO-R 1 



10 




NHCONH-R 2 ( I ) 



51-6 AjM0**&ttX9t£ e 

15 R 2 : g&£ft"t^-£*> Jiv^T y ) 

±m—^ (i) fcasfr* tt y ->^sj titit, tuii 

25 sec -7*^^#-tr&£ 0 filT^n^-ylHt,- _bl£{£$ 

^ h =f v/g£, 7' n 7H*~y& t A V 7" n ^S, n - 7* h =¥■ fgft 
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kk, r 5 & j^gg. 6 m#jbx** 5S-6 n&mv^mwm] 

10 
15 

CHz-CO-R 1 



20 



25 




(I) 



(5£4», R' #tfR 2 tt«&IEO*!fc>&r;jrto ) 
*%>*£<Dit&fy) (I) it, -fct (U) t^SixfcTS v"ffc#4& 
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4 

20 £ O^flw^ 1 0 ffr*© 0. 3 2 M V a *7K«^R"C^ 7B^^7^** 
It J: 5, 9 0 0 g, lOW^iU 3c<D±^*%hK\\™* 

g, 1 5#P^k#$IL*lo #e?^C«tiS%0. 0 8 <f> Triton X- 100. 
5 O mM Tris-HCl M®#E(pH 7.4 )(C»fflLfco t OJB»fcfc30- 

25 ^ifeffi^, ?Tt>*ii 5 00 g, i 5 ftT$<D&<bftm*^\ %<Dtt. 

g% 5 mM fc»«£T>*5 0 raM Tris-HCl £ffi8E&JSl.*-C&'fr#£i*ffcfc 
«£ 0 2 SfO^tto ^<Oit^% 5 0 mM Tris-HCl ^fr^ (Cjg 

M^°a£MiSM?^, lOmM HEPESIW( 13 0mMNaCl. 
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5 

5 mM MgCl 2 • 1 mM EGTA, 0.2 5 rag/mi baci tracin. pH 6.5 ) 
-C#JRU [ 125 I]BH*CCK-8 ^-^ETK, 2 5TC-C1 2 0#/g4 

5 jjy KOittr - y *--(:mmLtz 0 gift 'J H y VO$l®W^ 

o 0%t U &i£3io£!i^E^i&$l<£ 0 Ki 
( CCK-B ) W&X&fco 
*l§^fk^feOKitli 0.0 3-1 0 nMt^b^fco 



15 



20 





CCK-B binding 
Ki (nM) 


US 4,820,834 ^2600 281 






2 9.0 




0.1 5 




0.2 2 




0.1 6 



m 
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* u * y ( 1. 25 g /kg^MflS-^ ) Kit) Jftgfc L tz ? 
£W-£zi£.7k ( pH 7.0 ICISH ) % 3 mi/min OS^f, -Biff Sfl*> v ' 

aut-20 l ) tic J: 0 HK#tefc«)5£Lfco a 

'^M1rpH7.o tl, 2 5 mM zkRfb*- MJ * ±m 

10#) i Lt^fco h y J" ( 15 Mg/*g/1%M) 

s»»ffi>%«ijeu/io -<^^^^MjyaAfot^f^i o o%. 

20 K SD7?K02 HOfMfefcfflV. ^frt>\ C C "Cte SD77 h C^fttf!)^. 





ED 50 (/tmol/kg) 


US 4,820,834 Hfl§$J 281 


4.2 




0.030 
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7 

CCK-BgS£fcl^& 
SD7? h'oplK*20fiffiO50mM Tris-HCl ig®^ ( pH 7.7 ) 

*- h%rjea^^««lcJ: 0, 5 00 0 0 g, l Qft®<D&bftm* 

2 HI^oTto ftbtltzfc&k 4 O^iO 5 0 mM Tris-HCl mffiU 
(0. 2%BSA, 5 mM MgCl 2 , 0. 1 baci tracin, 5 mM 

DTT, P H7.7) ^«Lt-8 0°CKl^lfciO^liS 
10 iLfco 

MS^^MiKj9l% f «««-Cl Ofgtf&JRL, [ 3 H] L-364, 
7 18££Tfc, 3 7°C, 3 RSIFilfcJ: 
0 B/F ftfife&ff otZo AM O L-3 6 4, 7 18<D 

i o o %t l, &mm<Dtg&m^&M£ o ki ccck-a) 

c CK-Aggf*:tS«:f^ffl*»5Slv.^wjaff- 5 ^^flie^oiijff^* 
^-f2>RTlg^fe?>/c*. Sft&fr CCK-B ^^ffi#K-&6 C" 
20 SiL^o 

*&&ik&fa\l±ti&MlK «fc 0 , Ki (CCK-A)./Ki (CCK-B) Oflfc 
##ffi"e£*J&\ htOiId^^l^i f CCK-B^S^^^iiV>C t 
.fcfclfc-f *o US 432 0,83 411^28112^0^%)^!^^^^^ 

25 fljfcw:, US 4,82 0,8 3 4. HJSfO 2 8 1 fgfiO^feO CCK-B 
8 6 4 f& h v- ^ ^v. > C C K - B SgftSftgfc^ L fco 
#fS K O ^ y s> t -fcf f ^ K tS-f £ Jg#f^ m & a& 
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Xm^o US 4,820,834 ^MW 2 8 1 tm<Oit^<0 

ICsottttl-2 AM X$>%> ( Eur. J. Pharmacol.. 162, 273-280, 

i 989 )is HifiJi 6Mfco<k-&«?«i oam -ek^fe/B^ 
5o 09*.tf s d 7 v h ©ICIfc-ew:, gpfi^icfc^-c 1 o o mg/kg 

v. 

&&#k, Zollinger-Bllisoii^#^ f r U >^g&#^©ffHfcf£ 

15 d*^tfe>^5o 

20 to® b1\Z>o t tt e> ©00 L tti, i. ^f7 'J 

gpfi-£*TM~iooomgT:-& 0, ens: 1 nab?* Htaiu^vt-c^-f^o 
IS 19 & HiSi" 2> fc#> <o'S & <o i&M 
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mmn cm*]) 



& jft 20 mg^ 40 mg^ 



5 





20mg 


4 0 ng 




73.4 


80 




1 8 


20 




4 


5 




4 


4.2 


XT-TV 


0.6 


0.8 


& it 


1 20mg 


1 5 Omg 



2 0mg^<7)ii®ife 
fIJSflJl 6<Dit&® 1 00 g, ?Lft 3 6 7 g, ay^^-f 90 

KWi&LtZo LfiK 1 0 % t Kb ^r^7*n t'yu-fc^P @ % 

15 

2 0 0 gfcMLtjfiiKLfci, 20 ^.y^aOitat, 

7 mm x 8.4ROa^fffiLt 1 £3 0 1 2 0 mg<D£E#J t L*l 0 

20 4 0mg^Op^fe 

^JSfOl 6 <Dit&%a 140 g, HII 28 0 g, y 7 0 

**«»fc#='-'F f ( *JI|JK«fl5J5f« ) ^^fflL-t:^- 

175g^tlL-CilfiLto 20 ^^aOfi^U 

25 CtlK i3 *>i£*? fx*-*** n — .x *;uy £ ^ 1 4. -7 g , ^t7'J 

2.8gttx., o - ^ -' 'm«E« ( *fflftl^f»i ) 
'-C7.5 mm x 9 R <D&ft*&mLX 1 9 1 5 0mg<D^£lJ£ Lfco 
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5 l. ( £ffltfg i ©is** ) 



10 




(a) lf 3 -.yt K°-5-7x-^-2H-l, 

-fe: 2 v 3.5 4g, |ll:7it->^ 1 0. 4 5 g , 1\ 

15 >|3&7'V^>t^-A'Ty*— ^^ B 'J I 1 ' 0. 1 5mi, h/i/xy _ 
6 OmiOSfKK:. tK^T. Tkm^^ h'i^ 9 gitf* 2 0 

mztomm^fla*-. .liS-eeiSlBiatfLto fcEMK7k 1 5 
^Sd^.. YJ^^-y l 0 0 mit:2 uttmu. tttbm^Tk 100 

- -fcttt. ^xf^-n-^^fy ( l : 2 ) - OS?KtMStilL". 
-C, 1, 3-^tKB-l-7it^-5-7i-^-2H- 
1, 4 -^y y'^T-fe^'^ - 2 -d- v& 4.8 g #fc 0 

25 jgfc£ : l 3 1 - 1 3 3 °C 

ItMf E lCm/z):354(M + ) 
Mfc^t**-*^* ^(CDCl, , T M S ) 
J : 3.9 5 ( 1H, d ) , 4. 8 8 ( 1 H , d ) , 
5. 1 4 ( 1 H, d ) , 5.4 1 C 1 H, d ) . 
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1 1 

7. 1 — 8. 1 '( 1 4 H, m ) 

(b) 1, 3 - v>fc K d - 1 - 7 x 'i—yj^^ 5 - 7 x 2 H-l, 
4-^y/^7-fe'^'^-2-^>' 4.6 1 g. # V 7 tert 
-7'h^^K 3.6 5 gllf^i^ eomlOWiUK, tK~^ 

5 ^ J --M&ftiPTi&flUM yT$» 2. l mJ&UD*.2B#M»#L 
/Co SfBiRfc** 1 3 OmZ, 6.5mi, 130 

m^OtRIKK^ri ^W3f#ft^«tL. 7k»%ft«3if-^ 

1 3 0 mJt-tttii L^rM*^*. Tk&tf ^ft^&Tk-trft^ 
io n'&tynK v jy*- y ^Jo*.^ L.rt:&, b ^ ^ > 2 0mifcip 

fc. Kn-3-;d-=!rvM $ K - 1 - 7x^"v'^-5-7x-A' 
-2H-1, 4 - ~z V' * 7 ^ y - 2 - ± y % 2. 7 4 g # 

15 a<fc#«ltt*t 

Ik^L I 209-213 °C 

«"i^*fflSE I ( m / z ) : 3 8 3 (M + ) 

9 ^(CDC 1,+DMSO-d,, T M S 

20 3 : 5. 2 5 ( 1H, d),5. 51 (1H, d), 

7.0-8.1 ( 1 4H, m ) , 1 0. 6 ( 1 H , b r ) 

(c) 1 , 3 - */ t: V n - 3 - * * y A % V - 1 - 7 x * ^ - 5 - 
7i-^-2H-l, 4-^>'y , 5/T-t't'^-2-^-^ 0.8 4 
g, 5%a--t--!>a-^- 0.2 1 g, 

25 2 OyOfetfcfczkitf^iDflET ( 8kg/cn? ) , 6 0*Ct-«li 

U fi'ifJ^iiyJ^^^-^ Y ? 7 7 4 — KM L, ^on^/uA — >^ 
y ( 3 0 : 1 ) OjHtililLt, 3-7iV-l, 3-v> 
t K a - 1 - 7x^--^>'u-5-7x — ^-2H-1, 4-^^y* 
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-fe* f v - 2 - * * % 0. 7 6 g fto 

M^HfttE I C m/ z ) : 3 6 9 CM + ) 
MS^**-*^ C C D C 1 3 . TMS^^f) 
« I 2.4 6 ( 2H, br), 4. 6 5 ( 1 H , s), 
5.3 3 (2H, s), 7.0-8.1 ( 1 4 H, m ) 

mmw 2. \&nw2<DRm) 



15 (a) 1, 3-^tKo-5-7i-^-2H-l, 4 ly'/fT.. 

I2.12g, 2-7'n*-2'->f^T^K 

7*;v i6.4 0g, h y try*/*-^**-**** y- 

K 0.2 7 g, h^x^' 1 8 0 mKDWfoK, tK^T, tK®?^^ 
2 9.5 5 g&tfTk 6 0 niOtfttRfelO*.. Sfit?l-5 
20 B*H«#Lfco W$JI&#I&U TkJIfch*'**' 4 5 Omit:* 

m^-y V- it? fir 7 Y 4 - Kit v. s^^^- 

n — (3:2-1:1 )a*o»ttiK«'%*Bi*^-*'- # . 

25 ' B-^nSKiOIWIU, 1. 3 Kd-1 - C2' 

-y^7xt^)-5-7i^>-2H-l, 4 -^y 

T^t"y-2-d-y%l 4. 7 8 g #fc e 
f§££ : 1 1 9 - 1 2 1 °C 



10 
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13 

M#*fflSE I ( m/ z ) I 3 6 8 (M + ) 
&8k%$kl&*** : 2 ^(CDC 1 3 , TMS ft&B^^ ) 
a : 2.4 6 ( 3 H, s ) , 3. 9 3 ( 1 H, d ) , 
4.8 7 ( 1 H, d ) , 5. 1 4 ( 2 H. d ) , 
5 7. 0 5 ~- 7. 7 5 ( 1 3 H , m ) 

(b) 1, 3-^t^o-l-( 2'-^f>7xt^>)-5-7i 
-^_2H-1, 4-^^y'^T-b*f^-2-^-v 14. 7 0 g , 
Mux;/ 2 0 5 mJOStfcfc- 2 0"C-C* U * * t e r t - 7 b 
1 1.1 9 0#^£#t/Co MfliBH n 

10 7.0 1 g& 1 OW-jfiTL, "2 0 — 1 5lC-C1.5B#Mffc# 
t/c 0 RlSftfc3lC7k4 1 0 g. S^m 2 OmJ, ffcK*^>u 410 

mjosfcfc&r i i$H«fM£#*u &m*&m*^*' 200 

mi -e# tot /Co 7k, t&TK 

At«*bto fcjfcg*tftfe:ft*»aE%ttB&* 

15 n -^^t^Sf i: 9#5Mfct. ^ioiR*Hf^tr l . 3 

-v^tKo-l -(2'-^^^7x^-v/^) -3-^-*'>"f $ K 
-5-7i-^-2H-l, 4 - y* v> T -fe* tc* v - 2 - ^ ^ £ 
1 2.3 3 g#tfl c O-SS^v/ 'J -ft J^iJ 7 ^ t> ° •* Y ?y 7 * 
- fcftt. ftBfe*^-^--n - ^ + t y ( l : i ) iStffco^toE^ 
20 tft8if*-n -^*^yfi*J: OHfefit-CMf^/x^^^^ 

/Co. 

gH^l : 2 2 2 - 2 2 7 °C 
x!t##T{i ( C 24 H 19 N 3 0 3 t tt ) 
25 C (%) H (<#>) N 

Slfflfl 7 2. 5 3 4. 8 2 1 0. 5 7 
fliHt 7 2.3 7 4.9 1 1 0.3 2 
M##Ttil EKni/z) : 3 9 7 (M + ) 
^jS^il^^^ h>( DMS O, T M S F*3$&^2fl ) 
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« I 2.3 3 (3H, s), 5.3 5 ( 2 H, s), 

7. 1 0 ~ 7.9 0 ( 1 3 H. in ) , 1 1.0 8 ( 1 H. s ) 
(c) 1, 3-i?tKB-l-(2'-y^7^^)-3-i+. 
$ K _ 5 _ 7l ^-2H-1, 4--<^y*^T-fc*f^-2 
5 2 0.9 8 g, S^^T-?^-*-*'^^ 4.2 0g, 

&1>V * J 4 2 0 mZOtM&Tk^tf^flDET ( 8kg/cm 2 ), 
6 0°C-e2 3^f B 1fS#L/Co ^^S*t# 
bfltcnW: 1 9.0 7 g^CT^h-h^ 285 mZ. (±)~ 
-^^X^®? -7.5 7 g07-kl>=MJ> 1 0 Omiilftfel^ft 

MJ> 6 5 m^ft^L," 3 -T $ / - 1 . 
( 2'->f>7it^)-5-7i=^-2H-l, 4 
• /V7-k't:'y-2-^y^^f^®!^ 1 6. 3 6 g #fc 0 

15 gfc£: 1 4 6-1 5 0°C 

®*##HIFAB, P o s ( m/ z ) : 3 8 4 (M + + 1 ) 

h ^ ( D M S 0 , TMSftttSMfc) 
J I 2.3 3 ( 3H, s j, 4.64 ( 1H, s ), 
4. 8 6 ( 1 H , s ) , 5. 3 5 ( 2 H , s ) , 
20 6.2 2.UH, br ), 7,2 3 - 7.8 5 t 1 8 H, m ) 

±EOJ: 5 fcL^fc.^^S^^^y^. 0.2 5 N 

- 1 , 3-^KKB-l-(2'->f^7st f> ) - 5 - 7 x 
= >-2H-l, 4-^>/v ? T-fe*t*^-2-^-^ i^/Co ' 

25 mit&ft&Wi 

MMfrtifU FAB, Pos(m/z):384(M + + l) 
ti^ll^^^ h>( CDC 1 3 , T M S ) 
* '. 2. 1 0 ( 2 H . br, s), 2.4 4 ( 3H, s), 
4.6 2 ( 1 H, s ) , 5. 2 0 ( 2 H. s ) . 
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7. 10-7. 6 9 ( 1 3H, m) 

3. ( mmm 3 omn ) 

)CHs 




10 



(a) g KKfc£-%i : i , 3 - ^ t K o - i - ( 4'- ^ h * y 7 x ^ -y 

^) - 5- 7x-^-2H-l, 4 - v / v> T 

15 (b) B ftKfc-g-ftf I 1 , 3-J>tKn-l-(4'-> h*-y7s^/ 

) - 3 vM £ K-5-7i-^-2H- 

1, 4-'<y/i > 7-ift , y-2-*y 
JK*Hfc##r: i., 3 - >>k k b - i - c 4'-> h *'/7 *i--y 

) - 5 - 7 x 2 H - 1 , 

20 -if t' ^ - 2 - > 

(c) @ #)4t'u%fo 3-7 5V-1, 3 -v>t Kb- 1 - ( 4'-y b 

7 1 1 ^ ) - 5- 7i=>-2 H-l, 4 

- ~* v y i/ t -tf > - 2 - ^- 
MPHk&WB : l . 3 - & t K o - i - ( 4'- > h * 4/ 7 x ± -y 

25 ^)-3-^-^^W^ h'-5-7x-^-2H- 

1, 4-'<>'/^7-fe*t , >-2-^y 

ft^f E I (m/z ) : 3 9 9 (M + ) 

^(CDC1 3 , TMS ft^S^ ) 
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20 

(b) 

25 

(c) 



« : 3.7 4 (3H, s), 5.15 (1H, d), 

5. 2 9 C 1 H ; s ) , 5.4 0 ( 1 H, d ) , 

6.8 1 ( 2 H, d ) , 7.0 ~ 7.7 ( 9 H, m ) , 

7.8.4 ( 2 H, m ) 

n 4. (mmn^omn) 



1 , 3->^b y^>f>-5-7i=>- 
H — l, 4 . y-yT-v&y - 2 

1 7 9~i 8 1°C 
7CfSt##HI: ( c 22 h 17 n 3 o 2 t b t ) 

C (%) H(%) N {%) 

mWS^. 7 4.3 5 4.8 2 1 1.8 2 

MfcffiL 7 4. 4 7 4.7 8 1 1. 6 5 
Stftft^ : 1. 3-^KD-l--nf/^>f>-3. 

-ji-*SM $ K- 5 -7 x-*'- 2 H- 1 . 4 — 

mPcit^m I 1 . 3--^Kc-l- = ^/^^^-5 
-7j-^-2H-1, 4 -^x y'^T-tf t*^ - 
2 -* y 

g #}ik£%D : 3 - T $ / - 1 . 3-^tKn-l--3f/-( 
^>f^-5-7x->-2H-l, 4 - ^ / 
v> T -fc* v - 2 - ^ ^ 



10 
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-*#-y>f$K-5-7x-^-2H-l, 4- 
- ~* > / -y T -t* t: > - 2 - v 

5 fi^lfiEI (m/z ) : 3 7 0 (M + ) 

&l»&#fl&-x-<^ I>>(CD'C1 3 , TMS ft&gijl ) 
« : 2.5 6 ( 2H, b r ) , 4. 6 7 ( 1 H , s ) , 

5.3 2 ( 2H, s ) , 7.0-7.8 ( 1 OH, m ) , 
8.1 9 ( 1 H, d t ), 8. 7 3 C 1 H, dd), 
10 9.14 (1H, d) 

##^IJ 5. ( H&tflJ 5 <OH*4) 



15 




(a) g faft&yD : 1 , 3--^kKD-l-(2'-y h#^7x^-v' 
20 j\s ) - 5- 7!-^-2H-l, 4-'<>'y'v^T 

-t* t' ^ - 2 - ± y 

(b) @ #Hfc£-«fe : 1 , 3-^tKn-i-(2'-^ h*f7it^ 

) - 3 - # vM $ K-5 - 7x->-2 H- 

1, 4-^^y*^T-t*f>-2-^-> 
25 IKJPKb'frte I 1 . 3-4?kKB-l-(2'-y h#'^7x^) 

-5-7i->-2H-l, 4 ;yy'^7-k't 

^ - 2 - ^ 

(c) @ #Hfc<£*fei : 3-7?v-i, 3 - * t k b - ( 2'-y h^-y 

7it'>^)-5-7i=^-2H-l, 4 - 
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v y *s~T -fe* f > — 2 — ^- ^ 

jK*Hfc#«fe : 1 . 3-^tKB-l-(2'-M*i'7x^/ 
) - 3 - ^- =^ ^ h'-5-7i-^-2H- 

5 g'ft#[$&#: 

IMtEI(m/z):3.9 9(M + ) 
t?S^*f|^^^ CDC l 3 , TMSfc^MW) 

5 : 3. 9 0 ( 3 H , s ) , 4. 6 3 ( 1 H , s ) , 
5.1 1 (1 H, d ) , 5.3 8 ( 1 H, d ) , 
10 6.8-8.0 ( 1 3H, m) 



15 




(a) Btofc&lfo: 1, 3-^tKn-l-(3'-yf^7xW) 
20 -5-7x-^-2H-l, 4 y*v>T-k* f 

:x - 2 — ± y 

(b) g ftHfc^ : 1 , 3-'>KKB-l-(3'->f^7 st'/A') 

h'-5-7i-^-2H-l, 

25 flCfMfc'S'to : 1 , 3-nKn-l-(3'->f^7i ^S^) 

- — 5 - 7 1 - ^ - 2 h — i , 4 y-s^r'-t' t". 

v - 2 — 

(c) 3-7^7-1, 3-';kh'D-(3'->f^7. 

it , 7;0-5-7i-^-2H-l, 4 — ; > 



WO 92/11246 



PCT/JP91/01720 



19 



/ T -t* * - 2 -± s 
mmt&fy) : 1 , 3 - v>£ Kb - 1 - ( 3'-> 7 x^v^) 

- 3 '- * SM $ K-5-7i-^-2H-l, 
4--<^y*^T-fe*t.v-2— 

5 ^Hk^ifttttt 

St^fflF AB, P o s ( m / z ) : 3 8 4 (M + + 1 ) 
&fl&^#HS*^ h > ( C D C 1 3 , T M S flSB^ ) 
d : 2. 1 2 ( 2 H , b r , s ) , 2.3 1 ( 3 H, s ) , 
4.6 2 ( 1 H, s), 5. 3 0 ( 2 H, s), 
10 7.0 8 - 7.7 8 ( 1 3 H, m ) 

m^m 7. ( mmm 7 <omn ) 

CHj 



15 




(a) BfcKk<&*fe *. 1 , 3--^ h*o-l-(4'-yf^7 x^i^) 
20. -5-7x-^-2H-l, 4 --O' / *7-V*' 

s — 2 — ± *s 

K&ftffim. E I ( m/ z ) : 3 6 8 ( M + ) 
^fl&^i$fl§^^ ^(CDCl, , TMS FW^*£ ) 

8 : 2. 3 3 ( 3 H , s ) , 3. 9 3 ( 1 H , d ) , 

25 4.88(1H. d). 5.26 ( 2H, d ), 

7. 06~7.85(13H,m) 

(b) g fait&lfa *. 1 , 3-v/th'D-l-(4'-^^7it^) 

- 3 - iM $ K-5-7i->-2H-l, 
4 - 2 — *> 
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MHt^* : 1 . 3 Kb - l - ( 4'-y^7it-^) 

-5-7i-^-2H-l, 4 -^^ y'v^T-fe* 
v- 2 - ^" >" 

5 Sl^L : 2 2 1 ~ 2 2 4 °C 

7C*##f fit ( C 24 H„ N 3 0 3 t L -C) 

C(%) H(%) N(%) 
Slfrtt 7 2. 5 3 4. 8 2 1 0. 5 7 
HflftffiL 7 2.4 5 4.9 1 1 0.3 9 
10 IIMlEI (m/O : 3 9 7 (M + ) 

DMS 0, TMSfW^£) 
3 *. 2.3 6 ( 3 H, s ) , 5.5-2 ( 2 H. d ) , 

7.2 4 ~ 7.9 4 ( 1 3 H, m), 1 1.07 (1H, s ) 
(c) B&Sik&m *. 3 -T $ 1 . 3-v^tKn-l-(4'->f 
15 A'7i^-v'^) - 5- 7j-^ - 2H-1p 4- 

-<y '/ & T -k* y - 2 — is- y 
mftitG%B : 1 . 3 - ^ t K o - l - ( 4'- > 7 x i-i/*) 
-3-t#^^F-5-7i-^-2H-l, 

4 — :^/«^7-tf fe"^ — 2 — 

20 3Ht#tfj£# 

M#$ffll FAB, Pos(m/z):384(M + +l) 
^$c^R§^-<^ ( C D C 1 3 , TMSrtSi*) 
J ; 2.0 0 (2 H-, b r , s ) , 2.3 4 ( 3 H, s ) , 
4.6 6 (1H, s ) , 5.3 4 ( 2 H. s ) , 
25 7. 1 6 ~ 7.8 8 ( 1 3 H, ra ) 

®i#*HSF AB, Pos(m/z): 384 (M + + 1 ) 

a : 2.0 0 ( 2H, br. s ) , 2. 3 4 ( 3 H , s), 
4.6 6 ( 1 H. a ) . ' 5.3 4 ( 2 H. s), 
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7. 16- 7. 88(1 3 H, m ) 

8. (mmm8<D&n) 



CI 



5 




10 (a) gftft^*: l-(4'-^Bt»7xt'>^)-l, 

o - 5 - 7 x 2 H -.1 , 

t: > - 2 - * y 

(b) @ faulty : 1 - ( 4'- ^ o o 7. x ^- ) - 1 , 

n-3-^-dr-y>f $ h'-5-7x-A--2H-l, 

15 4 y y* S> T -tf f — 2 - ^ 

HfMk-8^ : 1 - ( 4'- * b a .7 x ^ v^tu ) - 1 , 3 - K 
n-5-7x-^u--2H-l, 4-^^y*^T-fe' 
H* > - 2 - ^- ^ 

(c) s tote-fir* : 3-7^v-i-(4'-^d7 x ^--y^ ) - i, 

20 3 -^tKo-5-7x->-2H-l, 4 

y* ^ T -t: t" ^ - 2 - * ^ 

W.mt^m : l - ( 4'- ^ d a 7 x ± -yfis ) - i , 

d-3 - =*f SM $ F-5-7i-^-2H-l, 
4 - 'Oy'v/T-fe't.^ - 2 — ;*->' 
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V%W 9. ( 



9<omn) 



15 




(b) &mt&ya: 



(a) B foit^fy) : l - ( 2'-* « 0 7 x ^-S/A' ) - l , 3 - K 

!0 n - 5 -7 x 2 H - 1 , 4-^y/^7* 

t* > - 2 - ^- y 

1 - ( 2 - ^ o o 7 x 7" ^ ^ ) - 1 : , 3 - v> K 
D _ 3 _^-^-y^^ K - 5 - 7 x ^/u - 2 H-l. 

4 ; y* v^T -fe* ^ > — 2 — ^- > 

1 - ( 2'- ^ o n 7 i ^- v/ ^ ) - 1 , 
d-5-7x-^-2H-1, 
t: > - 2 -d-y 

(c) gSMt^ : 3-7*V-l-( 2'-^ c n 7 xT"^^ ) -1. 

3- ^Ko-5-7i^-2H-l, 4 --O 

20 *S<s?7*£\£y-2 

mmt&yD : i-(2'-^o7*t^)-i, 

B-3-**y^F-5-7x=*-2H-l, 

4 ;y/^7-k*t'>'-2-^^ 



25 Kft^tfffitE 

5 :'2.3 3 

5.0 9 

7. 1 — 



I ( m/ z ) 1 4 0 3 (M + ) 
^^(CDCl, , TMS ) 
( 2H, br), 4.6 2 ( 1 H, s), 
(1H, d), 5.28 (1H, d). 
7. 8 ( 1 3 H , m ) 
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10 



15 



20 



25 



&m io. (nmmio o&m) 




NH 2 



(a) gftHt^ : 1 - ( 3'-^ n o 7 * ^f*' ) - 1 , 3 - K 

o - 5 - 7 x - * - 2 H - 1 , 4 - v y* ^ T -fe' 
H* > - 2 - * > 

(b) g &}<t&VD : 1 - ( Z'- * o * 7 *. j- ) - 1 . 3 - t K 

^ K-5-7i-^-2H-l, 

4 — * ^ y* v^T-fc* t'^ - 2 y 

mmk&VD. : 1 - ( 3'- ^ b d 7 * ± ^ ) - 1 , 3 - H K 

d-5-7i-^-2H-1, 4 <>- y* •>• T -t* 

fc* y - 2 - > ■ 

(c) g^Mt^^ : 3 - T ^ y - 1 - ( 3'- ^ n n 7 x^f^ ) -1, 

3-^kFP-5-7x^-2H-l, 4-^^ 
y^T-fe' v^v - 2 -d- y 

Mftfc&to :i-(3 ; -^n7i^'/>)-l, 3 - * t K 

$ K-5-7i->-2H-l, 
4 - ^<>y*^T-t:f>-2 - * > 



3 : 2.8 5 
5.2 0 
7.0 ~ 



I (m/z ) I 403 (M + ) 

|>^(CDC1', , T M'S-ft£M12£ ) 
(2H, br), 4.7 0 (1H, s), 
(1H, d), 5.4 3 ( 1H, d). 
8. 1 ( 1 3 H, m ) 
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1 1. ( 1 1 oik** ) 



5 




(a) 1, 3--^Kc-5-7i-^-2H-l, 4"<yW 
10 -tf tfy- 2 -d-^ 1.1 8 g, 2 - 7*n^eT-k^^^^7 x ^ 

3.6 g, MJ*^'!|A'^*7y* s ^A^ Dl i K 0- 0 5 ml, 
• h'/uaiy 2 0 m^OtimK:, Sk?frT. 1 0 SUgjiCflMfc*- h V * * 
7fC*« 6mJ&flD*., M"e'5H#Wat#Lfco ^E^JCTk 100 

y -a* ( i o o : i ) oS*fj6lilLt, l. 3-^'Fd-5" 

20 m<k&fa&#. 

Mfc^tfffeF A B , P o s . ( m/ z ) I 3 6 1 (M + + 1 ) 

8 : 3. 9 4 ( 1 H , d ) , 4. 8 8 .( 1 H , d ) 
5. 1 1 ( 1 H, d ) , 5.3 3 ( 1 H, d ) , 
25 6.9 -7.9 ( 1 2 H, m ) 

(b) 1, 3-^tFD-5-7i=^-l-(2-T/^)^ 
^-2H-1, 4 —**y "/itT-H - 2 -jt y 0. 7 8 g . ii 

tert-7*h*^K 0.6 1 g, h^x> 1 1 miOl 
W.K, fr- * ? S - flsifcftMT, ffiffiBM % J T $ a- 0.4 4 in J 
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jQ*.3B£H»#Lrtl 0 StSte&SK* 20ml, &WI I ml, WWi 

f-j^ 2 o .m*-e»aL*r«/ifc£-:b-fc, . zfc&tf fifths 7k*t?ifc*£ 

t, 1, 3--^tt Ko-3-i- + i"f $ r-5-7i-^- 1 - 
( 2 - 7- y ^)>f^-2H-l, 4 -*<v S*7*£\s> - 2 
0.4 3 g#fc 0 

10 WWtE I ( m / z ) I 3 8 9 (M + ) 

&flfc&#*.*~5> h * ( D M S 0 - d a . T M S ) 
8 I 5.2 7 ( 1 H, d ) , 5.5 3 (1H, d ) , 

7.0 ~ 8. 3 (12H, m), 1 0.9 ( 1 H, br) 
'(c) 1, 3 - >>fc Ko - 3 $ V- 5 -7 x 2 

15 -fy^)^>-2H-l, 4-^y/^7ffy-2-i 
> 0.4 g, 5%^-r-£A-#-7Kv $^ 0.1 5g, * * / 
-A' 1 5 JDET ( 8 kg/ erf ) , 6 0 °Ctr 

20 y ^ y -;u ( 4 0 : 1 ) mi t, 3-T^y-i. 3 

- v> t Fd-5-7i-^-1 - ( ^f>-2H 
-1, 4-^^yv>7^tV-2-i-v^0.2 7 g 

®fi#flHlS FAB, Pos. ( m / z ) I 3 7 6 ( M + + 1 ) 
25 »&m&Ri^^ h ^ ( C D C 1 3 , TMSWi$) 

« : 3.0 (2H, br), 4.68 ( 1H, s), 

5. 2 5 ( 2H, s), 6.9-7. 9 (12H, m) 
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mm 12. ( ^8608 1 2 ©®f* ) 



5 




(a) 1, 3-^tKD-5-7 I -^-2H-l, 

10 -fe* kT v- 2 -d-v 1.1 8 g, Tkli^h V 0. 2 1g, N. 

N — f- ju-fcj^ * V 2 5 m^tSflfc^E^trS 0#fy]i£# 
1 -^^V^***' = 3 -rn^T-bf" 
ju<\*sY-*s 2.0 5 g^T^^^JD^., Sfi-eS^FMjJl^Lfco 
U 7k 1 0 0 ml* 1X1 ( 2 

is . : i ) om^-ettmu. ttm^^^xt^ftft^tfTk^frL^* 

y ( l : 2 ) (DUm-em&^-C- l - [ ( 1 

/irjg—ji,- 3 - y{ v y y # >u jK = ) > ] - 1 , 3 - t 
20 Kd-5-7s->-2H-1, 4---<:/ /s?T-tf 2/- 2 
1. 4 g#/c 0 

gf^fE I ( m/ z ) I 5 2 7 (M + ) 

wt&&tik*^9 ( c d c 1 3 , t m s ni&w& ) 

25 i : 3.9 5 (IE, d). 4.90 (1H, d), 

5.1 6 ( 2 H, s ) , 5. 3 7 ( 2 H, s), 
7.0 — 7. 8 ( 1 6 H, s), 8.0-8.4 ( 3H, m) 

(b) 1 - [ (l--;v^^^-^*y*>^**-^-3-'f>'K , J^*^ 
ig — jw ) / *f-j\s ] - 1 , 3-S*fcb*n — 5-7* — - 2 H -1 , 
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4 Z y '/ #7 4£ \£ > - 2 - * * 1.5 8 g, # >J !> tert 

-7'h*-yV 0.8 4 g, h^^v 1 5 mKD&fflLK, zk- * ^ 
/-^i£fr£PT. ^SM^T^ 0.6 7m^UD^3^F^fS^ 
tTto SE^^TiKzk 3 0mJ, 1.5mJ, g^^5^ 3 0 

5 m^Om&fc£t 1 B#M#&#fcU 7kJf%#$x5^- .3 0 mi 

1 , 3 - i? t K n - i - ( = 
10 3 -i-^v^f ^ K-5-7x-^-2H-l, 4-^//^7%' 

®4##T1IE I ( m/z ) : 4 2 2 (M + ) 
^&M*R$^^ M(DMSO-d 6l TMS ) 
15 5 : 5.2 7 ( 1 H, d ) . 5.5 1 (1H, d ) , 

7.0-8.3 ( 1 3H, m ) , 8. 4 8 ( 1 H , d > , 
1 1.0 3 ( 1 H, s ) , 1 2.0 9 ( 1 H, s ) 
(c) 1 , 3 - v> t K d - 1 - ( 3 - A > V >J ) ^ 

- 3 - * S<M ^ F-5-7i-^-2H-l, 4 
20 -tffy- 2 1.1 8 g. 5 l> ^ - * - 

0.3g, ^y-A- 2 3 ml<0%m%7k%tfxlJQE.T (Skg/cm 2 ), 
6 0°C L/c 0 &rS&0^3&^£^*$jE@*L, 

>a-^;-^(2o : i ) om^-c^tBL-c, 3 -r $ s - 

25 1 , 3 - ^t Kb - 1 - ( 3 - ^ KP^^^'-V) ^~ 

5-7i-^-2H-l, 4 - -O' y' i>T > - 2 - * ^ * 
0. 3 8 g #fc Q 

ftft^flffllF AB, P o s , ( m / z ) I 4 0 9 (M* + 1 ) 
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W&%#tik-*-<9 ^(DMSO-d,, TMS &&&& ) 
« ; 3.2 3 (2H, b r ) , 4. 4 8 ( 1 H . s), 
5.17 (1H, d ) . 5.4 6 ( 1 H, d ) . 
7. 0 ~ 7. 8 ( 1 2 H , m ) , 8. 0 ~ 8. 3 ( 1 H . m), 
8.4 3 ( 1 H, s ) . 1 2.0 ( 1 H, b r ) 

#^f(J 13. (H*^13(OJg») 



15 (a) 18Kt*tt:i. 3-^Kn-l-(3->f^-2-r/ 

4^)yf^-5-7j=^-2H-l, 4 - 

y* -t* ti* — 2 — * y 

®*##HtE l(m/i): 3 7 4 (M + ) 
20 .gftg^^b^CCDCl, , TMSfiMf) 

* I 2. 5 9 ( 3 H , s ) , 3. 9 5 ( 1 H . d ) , 
4.8 0 (1H, d), 4.88 (1H, d), 
5.32 (1H, d ) , 6. 9 7 ( 1 H , d ) , 
7.0-.7.8 ( 1 OH, m ) 
25 (b) § 8Kb#4fc : 1 . 3 - Kb - 1 - ( 3 - * 2 -x/ 

-2H-1, 4-'<^y*^T-fe'^>'-2-^-^ 

IKfHfc'&fe : l . 3--ytFn-i-(3 2 -x/ 

) ^f^-5-7i-^~2H-l, 4 : 



10 
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y y* -y T -fc* ^ — 2 — ^ 

«ft##HltE I ( m/ z ) I 4 0 3 (M + ) 

^m^m*^ ^(DMso-d,, tms ). 

5 512. 49 (3H, s ) . 5.2 4 ( 2 H, s), 

7.0 - 8.0 ( 1 1H, m ) , 1 1.0 3 ( 1 H, s ) 
6.97 ( 1 H, d), 7.0-7.8 ( 1 OH, m) 
(c) g #Hb-8^ ': 3 - T $ / - 1 . 3-^Ko-l-(3->f 
;u-2-t/^) / f ^-5-7i->-2 H 
10 - 1 , 4 - y "/ -y T -tf v - 2 - * ^ 

ISfHfc'&to : i , o - i - ( 3 - 1 f-^- 2 --r y 

-1 ^ ) y^/^-3-^-^r'>"f $ F-5-7i-^ 
-2H-1, ± - -<y ]f y7 \Z y - 2 - * y 

15 SM|EI(m/!): 3 8 9 (M + ) 

« : 2.4 4 (2H, s), 2.5 7 ( 3H, s), 

4.64 (1H, s), 4.89 (1H, d), 

'5.3 1 ( 1 H, .d. ) . 6.9 6 ( 1 H, d ) , 

20 7,1 - 7.8 ( 1 OH, m,) 
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if $1 1 4. ( HifcM 1 4 <DMft ) 

CH *^) 
L IT y«""NH2 * L 




5 



3-v ? tKn-l-(3-^f>-2-Ty-f 

^ ) j f.^- 5 _ 7 * = 2 H - 1 , 4 Zzs-/*ST*Xy - 2 

10 4.2 8 g, (S)-'^f^l.5 9g, 3, 5 i- 5?^ n 
* -9- V f-J^T^f fc. K 6 3mg, 7* h s MJ^l 1 OniOflttti 
MtJ 3 BlW«#Lfco tfffiLfc***F*U T-feh=h'J^l00 
■■iTHfcfrU ( R ) -3-T* 1, 3 Kp- 1 " ( 3- 
/^_2-f;^)^>-5-7i->-2H-l, 4 * 

15 z/V&TJ&yZv- 2 • ( S ) - t 

X 5.1 3 g #fc 0 

"I ) . [cOd =+ 1 7 0° ( c = 1.0, M e OH ) 
ii ) Hft£ 1 7 9 - 1 8 2 TC. 

20 iii ) 7c*4HHi: ( C3oH 27 n 3 o 5 s iU) 

C(%) H(%) N(%) S(%) 
£&fil 6 6.5 3 5.0 2 7.7 6 5.9 2 
HiHt -6 6.4 8 5.0 8 7.7 1 5.9 0 



25 #1 1 5. ( ^mm 1 5 <omn ) . 
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10 



15 



20 




0,H 



(S)-3-T^V-l, 3-^tKo-l-(3-^ =J- J^- 2 
-T J 4 yf>-5-7s->-2H- 1, 4 ; ^/^7t' 

HCfHfc^ : 3-7^/-l, Ko-l-(.3->f^- 

/ f^-5-7i=>-2H-l, 4- 
^ ^ y -tf tf v JkXf- ( R ) 

20 

I ) ' [<*] D =- 1 7 1° ( c = 1. 0, Me OH ) 

H ) 14^ 1 7 8 ~ 1 8 1 °C 

Hi ) 7CH##HI ( C 30 H 27 N 3 O 5 S i L"C ) 

C (%) H (%) N (%) S (%) 

USUI 6 6.5 3 5.0 2 7. 7 6 5.9 2 

HSMt 6 6.4 2 5.0 3 7.6 9 5.9 4 



16. (* 



i 8 &t>* i 9 oigm ) 



25 



CH) 




-7 — A 




fX> OH (-^0 OH 

N ^-NH 2 • | ^)T^ C0 * H ] ' H *° OC^^ ' ( 0^ C ° lH ) ' Hl ° 




( + )# 



■-7- B 
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(a) 3-T^-l. 3-^Kn-l.-(4'-/^7,^) 
-5-7i^-2H-l, 4 _^^y^T-t'^^-2-^^ 

2 0 0mg, N, N — ^ =$- fi'ikfi'i* T > K 1. 5 m^&l^N — ( t — 
7* h^^tff^) - D-7i^>77^ 1 1 e^gcommK, 
5 **T^7 'J Kl 7 2mg&tf h U xf^7"? . 

^6 3mg^^n^, tK^T^-i^f^, ^M-e— *S#Lfco 

1 0%^^^m7K^^2 OmJ&JDx., ftl 1 ^^- h^^v (2 ' 

: i ) 5 om*-e#fflU ttttiifcfel&MW*, fllPAffizk^' 
io »fcn yfc^fcflfl;L«fl*5&U- n - ^ * if ^ tr^ 

»U 1, l-^^x^[(8).-2-[[2, 3-** 
>*n-l - (4'->f>7it^^)~5-7i 2 H - 1 , 

4 _^^y^T-fe't:^-3--f^]T^^]-2-^-^>'-l- 

15 Wlt^&J&ft 

If FAB, Pos. (m/z ) 6 3 1 ( ^+ 1 ) 

^te£#m-*^ h*' (CDC1 S , TMSftSMO 
^ ; 1.4 0 ( 9 H, s), 2.3 3 ( 3 H, s), 
3.0 0 - 3.3 0 ( 3 H, m), 
20 5.2 0 - 5.4 0 ( 2 H, tn), 

5.5 9-5.6 2 ( 1 H, m), 
7. 10 — 7. 83(2 OH, m) 

(b) 1, l-S^^xT-M ( b )-2-[ [ 2, 3-^tKn-l-(4' 
-^f>7it^)-5-7i=^-2H-l, 4 — :y/m*t:V- 

25 3 ->f -v] TS^ ] -2-^^- 1 - (7i^f^) 

> - h 3 0 0mgK*^T4ja5©gK-ftK^^^«1.2mi%an^.7k" 
frT 1 LTto SlSfcfc 1 5RJ£*»<k^ h 'J *±7kmtiLKXv H 9 
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tti L. 2(S)-7^V-N-[ 2, 3 - 5? t K n - i - ( 4' -: 

^f>7it'7>) - 5- 7i->-2H-l, 4 * ^ y' -y T 

-t? hf x - 3 - -(A'] ^y-tfy^o^'y? > ("'(O-yj^T^i-?- 
5 A (JfelT, ffc^ftK b ) - A tftj£) 8 9mg ( R f fjtO. 5 8 ) R 
•O-^T^T- V*-*- B ( J^T, VC^^a ( b ) - B hWJZ ) ^53 

mg ( R f fito.4 5 ) £r#fc 0 

( b ) - A 

10 ^i:##f<! FAB, Pos. (m/z ) *. 5 3 1 C M + + 1 ) 

CDC1 3 , TMSf^gP^^) 
« : 2.3 2 (3H, s), 
2.8 2 C 1 H, dd ) , 
3.3 8 ( 1 H, dd ) , 
15 3.7 1 ( l.H, dd ) , 

5.2 8, 5,3 5 ( each 1 H, each d ) , 
5. 7 0 ( 1 H, d ), 

7. 1 0 - 7. 9 0 ( 2 0 H , m ) , 

8. 9 0 ( 1 H, d ) 

20 Rf no. 5 8, mmmm mm*** 
it&yo ( b ) - b 

5Cft#$H6 FAB, Pos. (m/z ) : 5 3 1 ( M + + 1 ) 
^jK^m*^ h » ( CDC1 3 , TMS ftSB^ifO 
8 : 2. 3 2 ( 3 H, s ) , 
25 3. 7 0 ( 1 H , d d ) , 

3. 3 7 ( 1 H, dd ) , 
3. 7 5 C 1 H, dd ) , 
5.2 6, 5.3 8 ( each 1 H, each d ), 
5. 6 8 ( 1 H, d ) , 
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7. 1 0 ~ 7. 90 (20H,m), 

8. 9 8 C 1 H, d ) 
RftO.4 5, ^M.x-f-fi' 

(d jbiec b ) xm-c-mbtitzit&yoc * ) - as 9mg&i>*^n 

5 i?> n n ^ 0. 5 miOfilR^JRTUSiat-l 5 B#fflSE#Lrt:o 

*&63tL"C, 1 - C [ 1 - C 2, 3 Kn - 1 - ( 4'-> 

f^7it'^)-5-7i^-2H-l ( 4 --O' y*v>T-t? 
f^-3--f^]T^^-l-^^^-3-7 x - ^ ] . 7' n 7"- 
10 2(S)--f;u]-3-7x -^f-^" 7 1/7 ( <b^tJ ( c ) - A 
£ 9 1 mg#fc 0 

±15 ( b ) xm-enhtitzikfto ( b ) - B 5 3 ng*m 

\.-X±fEtm^KLX t l-[[l-[2, 3-^F°-l- 
(4'->f>7xt-y^- 5-7i->-2 H - 1, 4-<v/ 
15 i?7^t , y-3-^]7^V-l-^^y-3-7i-^]7 i 
o 7'- 2 ( S ) - ^ ^ ] - 3 - 7 x - ^ * * u T ( ffc#% ( c ) 
- B ) 6 0 mg^#7t 0 

ft-frfc ( c ) - A 
20 ®f I FAB, Pos. ( m/z ) : 6 6 6 ( M + + 1 ) 

^fl£M#fl§*^ CDC1 3 , TMS fllPf!*) 

« : 2.3 3 ( 3H, s), 3.3 4- 3.4 5 (2H, m), 
5.2 3, 5.3 4 ( each 1 H, each d ) , 
5. 4 1 ( 1 H, ra ) , 5. 6 0 3 ( 1 H, d ) , 
25 6. 8 0 ~ 8. 0 0 ( 2 6 H , m ) 

ft** ( c ) - B 

®i##ffit FAB, Pos. (m/z) : 6 6 6 ( M + + 1 ) 
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h Jy ( CDC 1,, TMS ftSfl^ifO 
d : 2. 3 3 C 3 H, s), 3. 3 5 - 3. 4 2 ( 2H, m), 
5.2 0, 5.3 7 ( each 1 H, each d ) , 
5. 3 7 ( 1 H, m ) , 5. 6 0 ( 1 H, d ) , 
5 6.8 0 -7.9.5 ( 2 6H, m ) 

(d) _blB-ffc#«& ( c ) -A8 3D?K:Mj7^n 0. 1 5 mJfc Jn 

'J iJ^TA^ijy^^u^ h f ? 7 4 -KftL, f ° o * *s : 

y ^ s-as= 20 : l tSBLfco ^l±J%^ au * * ^KM 

m^*** ^^^Mff^*t, ( + ) — 3 — t 

3-^tKn-i-(4'-^^7it^)-5- 
( d ) -A£Hf.S_) 2 9mg£r#fc 0 

15 — ±ie ( c ) xm-zmbtiMt&yd ( c ) - b 6 oms&jB 

V.-t±iBtra«lCLt:, ( - ) - 3 -T =? y - 1 , 3-s>*Kn 

- 1 - ( 4' - * ^>^7 x ^ y/L- ) - 5 - y zc -A*- 2 H - 1 , 4 

- ^ ^ V v> T -tf tT ^ - 2 - * v ( ( d ) - B i Bf-^ ) 1 9 

20 Sft##J&# 

ft^%(d)-A 

®fi##rfit FAB, Pos. (m/z ) : 3 8 4.( M + + 1 ) 
&fl&2l#*.*-<^ h ^ ( CDC1 3 , TMSftaUfil*) 
« : 2.3 3 ( 3H, s), 4. 6 3 ( 1 H, s), 
25 5. 3 1 ( 2 H , s ) , 7.1 4-7.8 4 ( 1 3H, m ) , 

it&%) ( d ) - B 

0H:#$H£ FAB, Pos. ( m/z ) : 3 8 4 ( M + + 1 ) 
^am^fll^^^ h * ( CDCI3, TMSWaJSSSI) 
* : 2. 3 3 ■( 3 H, s ) , 4. 6 3 ( 1 H, s ) , 
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5.3 1 ( 2 H, s ), 7.1 4-7. 8 4 ( 1 3 H, m ), 
(e) Jte<fc**( d ) " A 1 5mg, R (- ) --^T^Hl Omg& 

z>'#*-< ^ -fe*^ i. 5 JBH»fc*;&ni» u "C*s L-fc&Jfcft t fc 9 

5 - i-(4'-^f^7i^^)-5-7j->-2H-l, 4- 
Ky/^7-fe'tV-2-ty 2[R(-)- ^ v^f&XL ] 

fco 

Jbeffc-fr* ( d ) - B 9rng&l>'S(-h)--^x^$ 8 

io mg%ffl\.-t±fetl^«H , ctoSb-t:, (-)-3-T^-i> 3- 

? t K n - l - ( 4' - / i-As 7 - 5- 7i=>-2H 

_ lf 4-Ky/^7*'tV-2-ty ■ 2 [ S ( + 

>f$i&] • 1 7k1» ( &T*T v*^ - B, ^j60U 1 9 <OJ§m ) 

& 8 mg#/c 0 

15 

ik*jt!E Cot] D =?+ 4 7. 9 6 ( c = 1.0 3, Me OH) 
7C5l##H£ ( C^^NaOz • 2C 8 Ha0 3 • H 2 0 t LX ) 
C(%) H(%) N(%) 

20 Slrafii 6 8. 0 7 5. 5 7 5. 9 5 

6 8.2 3 5.3 3 5.9 6 

ifcjfifettS [<*]d =- 5 0.6 8 ( C = 1. 1 0, Me OH ) 

h ^ ( DMSO, TMS(^§|J^2p) 
25 5 I 2. 3 4 ( 3 H, s ) , 4.8 9 ( 1 H, s ) , 

5.0 8 ( 2 H, s), 5.2 5 ~ 5.4 0 ( 2 H, m), 
7. 1 0 ~ 7. 8 5 ( 1 8 H, m ) 
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1 7. ( mmm 18M19 <onm ) 




3-7<V-l, 3-^t Kb - 1- ( 4' - j* f-ju? x.j- *y/i, ) 

20 -5-7i->-2H-l, 4-^y/^7-ttV-2-iy 2.1 6 
g, Rl-j-vyf^n i gl 3, 5 _ # ? D n \) f a-j 

^Tt K3 2mg&^^7K^^-fe'^ 2 OnJWJBflSfcfcjDjl&U t 

ii&ie#i##| 16(C) v^T-x-r ^^--7- A ^/>l:2jnx. 

25 ^fitr3 Bf B m#L/co *fffiL/cj^ H H H ^^lii:, ( + )• - 3 

- T $ y - 1 , 3-v^t KD-i-(4'->f>7i^-y>)-5 

- 7 i -^u- 2 H - 1, 4 - -O" y* v> T -fe* fc" v - 2 - * y • 2 [ R 

( - ) --*>-T^m.i& ] • i zkfo&fc 3. o o g#/c 0 ztnit^tfon 
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- A fc'^fc— IfcLfco 
J:EiH«lCftlLt^7^f ^'-B 2 0 0>«, S(+)- 

vyr>^l 5 9^gRXy-Z, 5 - * n U f^T^ft K3n? 

( — ) — 3— TS./— If Kn-l-(4-^ 

5 >7 1 t^)-5-7i^-2H-l, 4--<^/^T-tf^^' 

- 2 - * ^ • 2 [ S ( + )-'*>' T A>i*£ ] • 1 *ID*5 2 2 6 mg# 

io ##{8 i 8. ( i 6 is i tfHifcfll 2 0-25 (n>mm ) 



15 




3 - t $ ^ - 1 , 3-^U'd-i-( 2'- ^ 5^ 7 x i- -yj^ ) 

-5-7i->-2H- 1, 4 - y* T -fe* 5 
20 g07-kh-M^5 5nlf&f&K.( S ) ( + ) -^^X^^O. 9 8 
g%J)D5tSfi*T?i«#-t2>o 3 0M, 3, 5-^^nnt>Jf A'T 

T-k h - h y J* 1 5 mi t?ft* L, ( R ) - 3 - T $ ^ - 1 , 
3-^fc Kb - 1 - (2'-^f>7xt S'A' )-5-7s->-2 
25 H-l, 4--<y/^7ftV-2-^' (s)--7yf^®i 
2. 9 4 g-kntCo 

on 

[ a ]„ = + 1 5 2. 5° ( c = 1. 0 0 , Me OH ) 
M£ 1 5 7 - 1 6 0 "C 
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7C*#*Ht ( C 24 H 21 N 3 0 2 • C 8 H 8 0 3 t t X ) 
C (%) H (%) N (%) 

7 1.7 6 5. 4 6 7. 8 5 
7 1. 6 4 5. 4 9 7. 7 9 



10 



15 



20 



25 



#i 1 9. c n^flj 1 7 (nmn ) 




OH 

Q^C0 2 H 



(S)-3-T^ N y-l, 3--^tKn-l-(2'-^>7x 
^--y^) - 5- 7i-^-2H-l, 4-^v/^7%'tV-2- 
±v • ( R ) -vyf^l^ 

K*Kk^«5 : 3-7^V-l, 3-^tKD-l-( 2'-^ ^7 x 

t^>)-5-7i->-2H-l, 4 * ^ V* v/ T -t* 

t*^- 2 - ( R ) ( - ) - y r^WLRTf 3 , . 

20 

[<*] D = 15 1. 2°(c = l. 0 0, Me OH) 

1 5 7 ~ 1 6 0 °C 
7C*#*HI ( C 14 H 2 ,N 3 0 2 • C 8 H 8 0 3 tLX) 
C(%) H(%) N(%) 

MMttiL 7 1.7 6 5.4 6 7. 8 5 
£gfH& 7 1. 7 4 5. 5 6 7. 8 6 
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##09 1 x**2 tmmfc t-c, oro##^j2 ooi^^t 

##09 2 0. ( Hifc0!l 2 6 <OMS ) 




10 



3 - 7 ^ / - 1 , 3-^U'n-l-( 2'-i-7 Y 4 A'*?-*' ) 
-5-7i->-2H-l, 4 -^^y^T-fe* H*^- 2 

15 3-^-y^F-5-7 I ->-2H-l, 4--*>' 

/ v^T-b* ^- 2 — 

Kfi^flHS FAB, Pos. (m/z) I 4 2 0 ( M + + 1 ) 
W&%#t$k*^* Y»( CDCI3 , TMSWSPW) 
20 5 *. 2. 7 8 ( 2 H, br )", 4. 7 1 C 1 H, s ) , 

5. 3 7 C 1 H , d ) , 5. 5 9 ( 1 H , d ) , 
7.0-8.1 ( 1 5H, m), 8.4 2 (1H, s) 



25 
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mm\ i. 




NHCONH- 



■A 



10 



15 



-2H-1, 4-'<y/W^> / -2-*y0.74 g RVt-y- h^t Kb 
77^ SmlOmfoK, 3 - h V *"\ 7 i/T*~ Y 0. 2 7 g&t>*T h 

-[ 2, 3 - v> t Kn-2-^-^y-l - 7x^-^/i^-5-7i- 
^-1H-1, 4-^^y i?T f^-3-^f^]-3-( 3 - h 
•J^)^70.7 8 g ?§fco 

01/^ 2 1 2-2 1 4'C 

7Cil ##Ht ( C 3I H 2 eN 4 0 3 tit) 



C (%) H (%) N (%) 

SUfil 7 4.0 9 5.2 1 1 1. 1 5 
£iftfl& 7 4. 2 1 5.2 6 1 1. 0 8 



Sfi^Wfil FAB, Pos. (m/s ) I 5 0 3 ( M + + 1 ) 



25 
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MM 2. 



5 




3 -T $ S - 1 , 3 - *? t K n - l - ( 2'- * * 7 
10 -5-7i=>-2H-l, 4-'<y/^7-t , t , y-2-^y.5.7 5 
g, -r h 7 Kn 7 7 ^ 6 0 m^tS^fc. 3 — h 'J y *y~7^ — Y 
2.24g, f ^t^n77^5 mKOfeU* 2m*.£fiT? 1. 5 NFBISt. 

f*J:9mUt, l-[2, 3-^tKD-l-(2'->f>- 
15 7i^^)-2-i-*y-5-7 I =>-lH-l l 4-^/ 
5?T*^^- 3 .-4 ^] - 3 - ( 3 - b V ) P I'Tfc 7. Olgf 

Wl& 1 4 1 ~ 1 4 3 °c 
20 7CH##Ht ( C 32 H 28 N 4 0 3 hit ) 

C(%) . H(%) N(%) 
SUfil 7 4.4 0 5. 4 6 1 0.8 5 
7 4. 4 3 5. 4 9 1 0. 8 3 

M#*ffll FAB, Pos. ( m/z ) : 5 1 7 ( M + + 1 ) 
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fliS0!llX&*2 tmmKLX, J&TnjMMnit&Vo'kU&LtZo 

%mm 3. 

OCH 3 




10 

1 - [ -2 , Ko-l-(4'-^ ^^7it -yj^ ) - 2 

-i-^y-5-7i 1H-1, 4 --O' y^T-tf 3 - 

.4 ] - 3 - ( 3 - Y V » ) tr V7 

WsPtik&fy) ' 3 -T $ y- 1 , 3-^HKn-l-(4'-^Rv' 
15 7 x J- v'/f ) - 5 - 7 i -/u- 2 H - 1 , 4 W 

T -fe: f ^ - 2 - 3 - h 'J ^ 4. y f T * - h 

1K£ 1 7 5 - 1 7 8 "C 
7C*#?Ht ( C32H 28 N 4 0 4 h Lt) 
20 C(%) H(%) N(%) 

7 2. 1 7 5. 3 0 1 0.5 2 
Hlfcfit 7 2. 2 0 5.6 0 1 0.2 3 

3i:##H! FAB, Pos. (m/z ) : 5 3 3 ( M + + 1 ) 



25 
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1 - [ 2, 3 Fn-l--n^y>f >^ ^-/u- 2 - j*-* y - 

10 5 _ 7 x 1 H- 1., 4 --O' y-^T-tf^^- 3 - 4 ^ ] - 3 

JgfHfc'&fe I 3 - T $ y - 1 , 3-^tKB-l- = af/^/ 
f>-5-7x=>-2H-l, 
- 2 -i-^M3 - _h V y fT*- 'h 

15 Pffc^fttttt 

•Bb& 2 3 9 -2 4 1 TC 

C30 H25 N 5 0 3 t L -C ) 

C(%) H(%) N(%) 

2£8M 7 1.5 6 5.0 0 1 3.9 1 

20 Hlfell 7 1. 5 7 5. 2 0 1 3.8 0 
IM|El(m/z) : 5 0 3 (M + ) 

nmm 5. 



25 
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1 - [ 2, Kn-.l-(2'-y ^•y7itfA')-2 

-i*y-5-7i-^-lH-l, 4-^^y^T-b'f^-3- 

5 ^ftS^ ? 3 - 7 $ / - 1 , 3-^tKn-l-(2'-yh^^ 
7at^^)-5-7x=>-2H-l, 4 _ ^ y 

7-feT \£y- 3 -^.Stf 3 - h *) V i/~T % - \ 

M 160-163°C 
10 7cS##Ht (Cs 2 H 28 N 4 0 4 • 0.5H 2 O t LX ) 

C (%) H (%) N (%) 

?ISH£ 7 0.9 5 5. 4 1 1 0.3 5 
Hgfefig 7 0.7 4 5.2 8 1 0.2 3 
^Ir^^ffit FAB, Pos. (m/z ) : 5 3 3 ( M + + 1 ) 

15 

mmn 6. 




CH 3 



25 l-[2, 3-i?tKB-l-(3'->f>7it^)-2- 
^ty-5-7i-^- 1 H-l, 4 - -5 ^ / *>>7 -Wy - 3 - 4 
^]-3-(3-h';^)l7^T 

Hl^Ht^ : 3 -T $ S - 1 , 3--;tKo-l-(3'-> 

l 7-^)-5-7i=^-2H-l ) 4-^^/v^T 
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225-227 TC 
7CH##HI ( C 32 H 28 N 4 0 3 £ L t ) 

5 C(%) H(%) N(%) 

MttfflE 7 4. 4 0 5. 4 6 1 0. 8 5 

%W£ 7 4. 3 8 5. 4 3 1 0. 7 2 
®S:^*ffitFAB, Pos.(m/z) : 5 1 7 (M + +l ) 

10 £jfiftl 7. 





0 

II 

NHCNH 

15 ~ r 'CHs 

1 - [ 2 , 3 - y t K d - l - ( 4 y - J f-J^ 7 x ^ is* ) - 2 - 
5 -7 x=^- 1 H - 1 , 4 -^>^ ^- 3-4 

20 ^]-3-(3-h'J>)!)^7 

If £Ht£-% : 3 - T $ S - 1 , 3 - v> £ K n - l - < ^-^f^J 
xt-^^u) - 5 -7 x -yv- 2 H- 1 , 4-^^y-^T 
-feT ^ - 2 - * yRXf 3 - h 'J ^ 4 y ^7 * - h 

25 K£ 193-196 "C 

7C*#flfflfc ( C B Ht,N 4 0aiLt ) 

C(%) H(%) N(%) 

SIM 7 4. 4 0 5. 4 6 1 0. 8 5 
H^fil 7 4. 5 6 5. 5 0 1 0. 7 7 
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K*^*f<t FAB, Pos. (m/z ) I 5 1 7 ( M + +. 1 ) 
8. 



1 - [ 1 - ( 4'- t n n 7 x ± *S A* ) - 2 , 3-^KKb-2- 
**y-5-7x 1 H - 1 , 4 --O' / ^T-k* .bf^- 3 - A 

15 ^ ] - 3 - ( 3 - Y \) ) v T 

H£Kt-£% : 3-7?V-l-(4'-^°B7zt«y>)-l, 3- 



•^trD-5-7i=>-2H-l, 4 y'^T-t: 
>- - 2 - ^ & t>' 3 - h y ^7*- !• 



20 MA 2 1 4 - 2 1 6 'C 

^It^tfffit ( C 3 , H 25 N 4 0 3 Cl £ L*t ) 

C(%) H(%) N(%) Cl(%) 
Siralll 6 9.3 4 4.6 9 1 0.4 3 6.6 0 
^^ilt 6 9.1 4 4.6 9 1 0.3 8 6.7 6 
25 Ui:#*Jf fit E I ( m/z ) : 5 3 6 ( M + - 1 ) 



Cl 



. 5 



10 
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l-[l-(2-^nn7i^^)-2, 3--^Kn-2- 
10 ^^y-5-7i->-l H-l, 4 -*<y 'S&T-W*- 3 - >f 
>]-3-(3-M^)^T 

jKJPHfc#4fe : 3-7^-i-(2'-^DB7xt^)-i, 3 

- y\L Kn-5 - 7j-^-2 H-l, 4-^y/^7 
1K£ 1 9 1-1 9 3'C 

7C*MI CCbHh^OjCI • 0.3H,O t Lt ) 

C(%) H(%) N(%) Cl(%) 

ILfitfil 6 8.6 3 . .4.7 7. 1 0.3 3 6.5 4 
20 ' fgjftfil 6 8.8 7 4.7 6 1 0.1 3 6.4 8 
5C*#*ftt FAB, Pos.(m/z) I 5 3 7 ( M + ) 

fIJfcfl 10. 



25 
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1 - [ l-(3f-faa7 s .j-i//u)-2, Kd-2- 
*^y-5-7x -ju- 1 H - 1 , 4 - ^ ^ y T -t' f ^ - 3 - 
^>]-3-(3-h'J>)!>U7 
5 JS*Hfc£fe I 3 - T $ > - 1 - ( 3' - ^ n ° 7 x ^ ^ ) - 1 , 3 
— v^fc Kn - 5-7 x = >- 2 H - 1, 4 '-^ y' yT 

Ife^ 1 3.9-1 4 2'C ( PhCH 3 -C 2 H 5 OH) 
io TtmftVriU ( C 3J H 25 N 4 0 3 C1 t Lt ) 

C(%) H(%) N(%) Cl(%) 
HHfit 6 9. 3 4 4. 6 9 1 0.4 3 6.6 0 
^Mii 6 9.2 4 4.7 0 1 0.3 9 6.5 8 
K*^«ftt EI (m/z) I 5 3 6(M + - 1 ) 



25 
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mmm 1 1. 




3 —T $ y — 1 , Kb-5-7i-^-1-( 2 S 

10 ^)yf>-2H-l, 4 — ST^t'y- 2 — ^ 0.26 
g , 3 — h V * 4 y S'T* - h 9 5flK, f Kt"7?y 5 

h x-y - x - ^ ( 1 : 1 ) (D&ffi. 5 mi^jD^.j^^%5^ 
Lt, 1-C2, 3-^Kn-2-**y-S-7s=;*-l-' 
15 (2-f^*)>f^-lH-l, 4 -^v/&7-& tTy- 3 - 
4 ^ ] - 3 - ( 3 - Y V » ) 9 v 7 * 0. 2 g 

i) 14^:i89-192 0 C 

ii) 7C*0-*Hil (C 2B H M N 4 0 s iUt ) 
20 S (%) 

SSM ' 6.3 0 
H^ifi 6. 2 5 

HD ®fi##H! FAB, Pes. (m/z) 1 5 0 9 (l^+l ) 



25 
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12. 



5 




1 - [ 2, 3-^kFB-l-(3-^K'J>*^*'=A) / 

10 f^-2-i-=^y-5-7i-^-l H-l, 4 *> Z 7 -tf 

y_3-^] _ 3 _( 3 _|. ij^) ^ 7 

/KfHk'g'fe I 3 — ~T >. S — 1 , 3 - ^ H K n - 1 - ( 3 - >f ^ K 
V jujj/utffi. fr) / <?■ * — 5 — 7 x. — * — 2 H — 
1, 4 — Jy/^T-t'tV- 2 --ri-y&tf 3 - V U 
15 y *X y — h 

I) S& ^ : 2 3 2 ~ 2 3 7 °C 
H) 7UH##t1I (C„H„N 5 O s • 0. 1 H 2 0 t It ) 

C (%) ' H (%) N (%) 

20 .SUfflL 7 2.9 1 5.3 8 1 2.8 8 

£fftffi 7 2.7 6 5.1 7 1 2.7 1 
Hi) MMfrtiffe FAB, Pos. (m/z) : 5 4 2 (M + + l) 

nnn 1 3. 



25 
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15 



20 



52 



1 - [ 2, 3-^I'd-1-( 3 - / 2 -f/ <1 ^ ) > 

5^- 2 X - 5 -7 ^ 1 H - 1, 4 --^y^y-feff 

^_ 3 _^^]_3_( 3-h 'J ^ ) ? u T 

/FW-ffc-frte : 3 -T $ y - 1 , 3-^Ff-l-(3-^*- 
2-f'(y^)/f*-S-7i-^-2H-l, 4. 

T * - h 
j)gfc£:i50-153°C 

ji) ff^lfttPAB, Pos. (m/z) I 52 3 (M + + 1 ) 

iii) ^B&^m*^* (DMso-d 9 , tms pw^ig ) 

« I 2.2 5 (3H, s), 2.5 3 (3H, s ) , 

5.3 2 ( 2 H, s ) , 5.4 2 ( 1 H, d ) , 

6. 7 8 ( 1 H , d ) , 7. 0 — 7. 8 ( 1 4 H , m ) , 

7.9 4 (1H, d ) , 9.0 1 ( 1 H, s ) 

14. 




f "'" NHCNH— ^ ^ 
N ^TJH, 



25 ( R )_ 3 _ T ^y_i, 3-';t Kn-l-(3->f*-2'-f' 
./ <i 5 -7 — 2H-1, 4 i y/^7*'liV 

-2-^->' -to)--* yf^5;i g, i^7lcm<b^h V-f A* 

1 8mJ, zk5 0 mJ, ^^nn^^^20 mJ<D2l?£&7.k?£T 3 0 
nirt^l^^E^ttliT^ ^3.7 gfcfcfc. 
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±"cmz&ffiT $ y, 3-h'j*-iy'/7*-n.2 6g, r- h 

^r^L-r, (R)- 1 - [ 2 , 3-^tKo-l-(3-> f-yu- 2 
5 -f /^)yf^-2-^=lry-5-7i = A-l H-l, 4- 

^ / 4? t -trtf ^ -"3 - -f ^ ] - 3 - ( 3 - h y/u) 

I) 1 5 8° (c=1.0, CHjCU ) 

10 ii) 14^:203 — 206^ 

iii) 7u^##ftfi Cc S0 H„N 4 o 8 s itt ) 

C (%) H (%) N (%) S (%) 
HlwM 6 8.9 5 5.0 1 1 0.7 2 6.1 4 
^Ifcfit 6 9.1 1 5.1 9 1 0.7 1 6.0 4 

15 mnw 1 5. 



20 




(S)-l -[2, 3-S>fc KD-l-(3-y^^-2-7-y-fyb) 
^^^_2-^-^=- y _ 5-7i-^-lH-l, 4 - / -> T -t' 
25 t'y-3-^]-3-(3-h'Jvu)i;i/7 

/I^Kt^ :(S)-3-T^ N y-l, 3-^tKo-i-(3-yf 

1, 4 ^y'^T-t'f 2 -*y • (r)--^^ 

l?^Si>' 3-MJ^>fy J/7* - h 
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i) [Ot]g = - 1 5 8° ( c = 1.0, CH 2 CU ) 

ii) li^:204~206ic 

Hi) 7C$ikfr%tU (C 8 oH 26 N 4 O s S t U-C ) 

5 C (%) H W N (%) S (%) 

gflftlt 6 8.9 5 5.0 1 1 0.7 2 6.1 4 

ffeffeflt 6 9.0 1 5.0 3 1 0.6 6 6.0 7 

mmw i6. 




15 



(R) — 3 — Tn y — 1, 3--^tiKn-i-(2'-/f>7i^'7 
, b )_ 5 _ 7x - , u _ 2 H - 1 , 4 --<y y* v^T-b* - 2 - 
' (S)--v yf>if2. 8 7 g&v>^ n o ^ ^ ^ 6 OmJK^^U 
0.2 5 NTkaffc^ M f A7k««4 Om^Jn^l <>4H«#1-*o 

7*-h0.7 5g^ffllA, JfeATUffiflll X&2 <t|q«ICt-C, (R)~ 
1 - [ 2, Kn-l-(2'->f^7it^)-2-^ 

^y-5-7x - ^- i h - l , 4 — < y */ -y t y — 3 — t ] 

25 -3-( 3-h >J>) 9 1/72.3 9 g^#to 

[o:]^ =+ l 3 8.1° ( c = 0.9 9 , CH 2 C1 2 ) 
i$^:i97~199°C 
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7C*##H!6 (C S2 H 28 N*0 s £ t-c) 

C (%) H (74 N (%) 

Hgrafit 7 4.4 0 5.4 6 1 0.8 5 
H^lil 7 4.4 5 5.5 3 1 0.8 8 
5 M^tfrfiiFAB, Pos. (m/z) : 5 1 7 ( M + +1 ) 

$kfom 1 7. 



10 




(S)- 1 - [ 2 , 3 - v> £ Kb - 1 - (2'-/f^7it'/*)- 
2-^^7-5-71-^-1 H-l, 4 - t'y-3 
-^]-3-(3-h'J>)i)V7 

JKfHfc-frlfc : (s)- 3-75V-1,' 3 - c^ t ko - 1 - ( 2'-> f- 

^7i^-V^)-5-7x = ^- 2H-l, 4 - > 

" [Gt]g =-1 3 6.9° ■ (C = 1.0 1, CH 2 C1 2 ) 

i 1 9 4-1 9 8°c 
TtmfrffiW. ( c S2 h„n 4 o 3 <t u-r ) 

C (%) H (%) N (%) 

SSra^i 7 4.4 0 5.4 6 1 0.8 5 
ftffttil 7 4.2 9 5.5 8 1 0.7 2 

MMfrffiUFAB, Pos. (m/z) : 5 1 7 (M + + l ) 



WO 92/11246 



PCT/JP91/01720 



56 

* JM 1 8. 



5 




ft}- i - [ 2, 3-v>£ Kn-l-(4'->f*7 x>V* ) - 
5-7i = ^-lH-l, 4 -^^/^T-t'f ^-2-^-^-3- 
>f>]-3-( 3->f^7s-^) i?l/7 

^7 x t^a- ) — 5 - 7 x — 2 H - 1 , 4 — 
^y-t*ti - 2 — *y • 2 [ RB-^i'f^®^] 

* l 7kJfo4fo£ 3 - h V *4 y *yT*- K 

[C£] D =+8 8.3° ( C= 1.0 0, MeOH) 

m & : 1 3 0 — 1 3 3°C 
7C&Mf£ ( C 32 H 28 N«O s i Ut) 

C (%) H (%) N (%) 

SiHt 7 4.4 0 5.4 6 1 0.8 5 

Hlfcil 7 4.5 2 5.6 1 1 0.7 0 
®fi##ffi|FAB, Pos. (m/z) : 5 1 7 (M + + l ) 
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HJfcfll 1 9. 




(-)• 




NHCNH— \ > 
° CH S 



(-)- 1 - [ 2, 3-^tKn_i_(4 / _^^- / u 7;il ^-^^)_ 
10 5-7i-*-l H-l, 4 v^T-t* t'y- 2 -*.>'- 3 - 

^]-3-( 3-/f>7x-^)i)l/7 

/K*Kb'frto : (-)- 3 -T $ y — i , 3-^tFo-i-( 4'_ ^ ^ 
* 7 ^j--yj^) - 5 —7 s. - a- - 2 H-l, 4 ^ 
/^7^tV-2-^y • 2 [ S(-9-^ v-f • 

Sfb^fttttt 

[0£] D =-8"6.3° ( C = 1.0 2, Me OH ) 
S4 ^ : 1 4 3 — 1 4 5 °C 
7C^##Hit (C„H„N«0 3 iLT) 
20 C (%) H (%) N (%) 

Sim 111 7 4.4 0 5.4 6 1 0.8 5 
^ifcfit 7 4.1 1 5.5 8 1 0.6 9 
Mfl-ffltPAB, Pos. (m/z) I 5 1 7 (M + + l ) 
^#S?!l 20. 

25 





CH 8 

>""' NHCNH-/> 
N - \-/ 
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(R)- l-[2, 3-^tKB-l-( 2'-> -f-^ 7x7-5/^)-. 
5-7i-^-lH-l, 4-^^y'^T-fe*f>-2-^^-3- 

«»fb*4fcr:(R)-3-T$ 3-^Kb-1-(2'-^ 
5 yu7x7-v / ^)-5-7x-^-2H-l, 4--<^ 

y^T-tf tV-2 -^"^ • S(-B-^ ^X^^^S.CX^ 
x 7 ^7^" h 

[d] D =+l 2 8.7° ( C = 1.0 0, CHC1 S ) 
10 II' jfi: 2 2 9-2 3 1t 

^ It It ( C 3 , H M N* O s <L L -t ) 

C fc) H t*) ■ . N (%) 

gfilfil 7 4.0 9 5.2 1 1 1.1 5 

Hffeffi 7 4.0 7 5.3 3 1 1.0 0 

15 Ml#-#fHFAB, Pos. (m/z) : 5 0 3 (M + + l ) 
$k1faM 21. 



20 




(R)— 1 - [ 2, 3-'^t Fo-l-(2'-^^7it^^)- 
2-^"^y-5-7i-^-l H-l, 4 -^y / ^J-fe't"^- 3 
25 -'(>]-3-(2-h l J^)^7 

M^b^:(R)-3-T^-l, 3-nFo-l-( 2'-^f 
^7it^)-5-7j = >-2H-l, 4 --O' 

y* s> T -t* f v - 2 — * y • (s)- -* y f j^Wl^'BlXJ- 2 - 
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25 



59 



=+1 5 1.8° (C = 1.0 3, CH 2 C1 2 ) 
m A : 1 7 8 — 1 8 1 "C 
7C H fit ( C S2 H 28 N 4 0 s £ U X ) 

C (%) H (%) N ft) 

=1 graft 7 4.4 0 5.4 6 1 0.8 5 
£ffefi£ 7 4.3 4 5.4 5 1 0.8 4 
Mr^HHtFAB, Pos. (m/z) ! 5 1 7 (M + +l ) 
22. 

CH w 

im..NHCONH-yy-CH s 



15 

(R) — 1 — [ 2 , 3 - v> t. K o - 1 - ( 2' - / f-^ 7 x j- */»> ) - 
2-i=Sf/-5-7i-A-l H - 1 , 4 .— -<>' ✓ v> -fe* fc' >- - 3 - 
^"]-3-(4-h iJ^)!?i/7 

JC£Hb^ : (R)- 3 -T $ y - 1 , 3-«^Kn-l-(2'->f 
20 a. 7 i ^- *i/ ^ ) — 5 — 7 x. — fr— 2 H — 1 , 4 — -O' 

/ v>7 f ^ - 2 - * ^ • (S)- t V T 4 - 

[Ct] g =+1 4 9.6° (C = 0.3 9 , DMF) 
BJ^:256~295 °C 
7tmfr$rfe ( C 32 H 28 N 4 O s iUt ) 

C (%) H (%) N (%) 

HtHit 7 4.4 0 5.4 6 1 0.8 5 

^$Hlt 7 4.3 3 5.6 0 1 0.6 8 
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®£4HHftFAB,-Pos. (m/z) 15 17 ( M + + 1 ) 
23. 





^nim NHCNH 



(R)- 1-(3-^b7x->)-3-[2, 

io _ ( 2 '-/ f-*'? x ) - 5 -7 x-;u- 1 , 4—*<y % /*T 

HCftft-fr* : (R)~ 3 -T $ ✓ - 2 , 3-^nKa-l-(2'-^ 
;i'7itv / ^)-5-7i-iI'-2H-l, 4-*<y. 

y v^T-t* 2 • sW— ? )^W§l'BlU 3 

[0]' D =+115.8° (C = 1.0 0, CHCls) 
|$ £ : 1 3 2 - 1 3 3 °C 
7C*#*Ht (C S ,H I5 N40 8 C1 • 0.2H 2 0 iLt ) 
20 C W H W N (%) ClW 

SUfil 6 8.8 7 4.7 4 1 0.3 6 6.5 6 
UgHH 6 8.7 3 4.7 5 1 0.3 9 6.7 4 
®£#=&H£FAB, Pos. (m/z) I 5 3 7 ( M + + l ) 

**fo 24. j^n 

25 VpCH s 

^-uii. NHCNH-^^-Cl 
0 
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(R)-1-(4-^bp7i-;0-3-[ 2, 3 - v> Ko-l 
- ( 2'- >f^7 x ) — 5 - 7 jl-JU— 1 H - 1 , 4 : y 

jg*Hfc'& ! & I (R) — 3 — "7 £ y — 2, 3-<^Kn-l-( 2'- ^ *f- 

5 ;i/7it-y^)-5-7i-/l/-2H-l, 4 iy 

y' yT^ t'y-2 — *y • S ^x^^i^&tf 4 - 

[CH] D =+ 1 3 4.9° (C-1.0 0, DMF) 
10 gJ^:244 — 246 °C 

Ttmfrftfe (C 91 H„N 4 0,C1 t U.t ) 

C (%) H (%) N CI ($ 

SSrail 6 9.3 4 4.6 9 1 0.4 3 6.6 0 
^fit 6 9.1 6 4.7 5 1 0.3 7 6.5 9. 
15 ®l:##Tfit FAB, Pos. (m/z ) : 5 3 7 ( M + + l ) 
Hilfll 2 5. 



CH S 



20 LI >»' , NHCONH 




-Q 

OCHj 



(R)- 1 - [ 2 , 3-';t.Kp-l-(2'-^^7st'/*)- 
2-xj-^y — 5— 7x-;U— 1 H — 1, 4-'<y/^7-t*fc , y- 3 
25 --(;H-3-(3-M*i'7x=^)^T 

Ji£Kk<£fe : (r)— 3 -t $ y - i , 3 -v> t Ko - i _ ( 2 '- / <?■ 

/l/7it->;b)-2-^+y-5-7i-j|/-2H- 

l, 4 y^T-fe* 2 • (s)--^ yT)i 
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[a]g=+ 1 5 1.5° (C = 0.3 1, CH 2 C1 2 ) 
m & l 1 9 2 - 1 9 5 'C 
7C*^*fflt (C 82 H„N<0 4 d: It ) 
5 C (%) H (%) N (%) 

7 2.1 7 5.3 0 1 0.5 2 

7 2.1 1 5.3 2 1 0.5 1 

^S:##HSFAB, Pes. (m/z) : 5 3 3 (M + + l ) 



10 H^lfll 2 6. 



15 




1 - [ 2, 3 - 5? t K n - 1 - ( 2-7-7 h-f;U>^;U)-2- 
>i-^y-5-7i-;U-l H-l, 4-'<^y'^T-fc*t:^-3-'f 

)V ] - 3 - ( 3 - h ;u >f ;u ) * i^t 

20 2§C£Hfc£^ : 3 -T $ / - 1 , 3-^Fo-l-(2-t7M 

;Mf^)-5-7 I =^-2H-l, 4--<y/^ 

r -tr fc" ^ — 2 - *y]kV 3 - h ;u -i )V A V *S7 % - \ 

m ^: 2 0 4- 2 0 6t (PhCHs-EtjO) 
25 7Cf?t##H! (C as H 28 N 4 03 t LX ) 

C (%) H (%) N (%) 

MUM 7 6.0 7 5.1 1 1 0.1 4 
H^Hil 7 5.9 6 5.1 4 1 0.0 8 
M#*ffitFAB f Pos. (ro/z) I 5 5 3 (M+l ) 
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&aM*Ul^-<* h;U(DHSO-d 8 , TMS ftgP^I ) 
i : 2.2 5 (3H, s), 5.4 2 ( 1 H, d ) , 

5.6 9 ( 1 H, d), 5.78 (1H, d), 

6.7 6 ( 1 H, d), 7.0 — 7. 8 ( 1 5 H, m), 
7.9^8.2 (4H, m), 8.8 0 ( 1H, s), 
9.00 (1H, s ) 



15 
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ft $ ® fg H 



1. — CH 2 -C0-R» 

1 0 

)-NHCONH-R 2 

N 




r» : g&£*i-t^-c4 j:-i^t y -^aixw: 5 6i# 

10. 3g L < tt 5 6 M^R© 

20 4. l-[2, 3-^KD-l-(2'-/ f f^7it^)-2 

_^y_5_ 7l = /I / _lH-l, 4 ?y/^7*^y-3 

3 _ 3 _ ( 3 _ h ij ju ) * 1/7 7^L<lfi^omm^K 

5. (R)-l-[2, 3-^Fo-l-(2'-/f^7xt^) 
25 -2-**y-5-7x-;U-lH-l, 4 -^^/^T-tf.fc'^ 

_ 3 _ ^ ;u 3 _ 3 - ( 3- h y;u) ^TlKH^il^ 

6. l-[2, 3-^tKp-l-(3->f^-2-f;U)' 
yf^-2-^=*ry-5-7i-ib-lH-l, 4-?^y 
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t:*^- 3 _>f ju ] _ 3 - ( 3 - b V ;U ) 7 fT3gL < tt^OS?! 

7. (R)-l-[2, 3-;tFB-l-(3-^f^-2-f/'( 
;u ) >f-;u-2-^-^y-5-7x-;u-l H-i, 4 — ^ y' 

5 ^7i't>-3-^H-3-(3-h'J^)!)l/7fL(tt^ 

8. 1 - [ 2 , 3-^tKo-l-( 4'- / T )V 7 * -r -y)i> ) 
-5-7x-;U-l H-l, 4-^<>'/^T-fcrt:V-2-^-^- 

3 -4 ;u ] - 3 - ( 3 -/f^7i-;t ) 7 i/7lL < ld^<om 

io .^tttcttssiia&o 

9. H-l -[2, 3-^Fo-l-(4'-^f^7jt^^) 
-5-7i-;i/-l-l, 4 — -<y/v?7-fe*tV- 2-^-^ — 3 

-a iv ] - 3 - ( 3 imp 7 a = ) 7 uTjg'L < n*:<omm 
is io. n*&i Kieftoff^^^/^T-tf K'ymmfaxiri%<Di&*^ 

12. CCK-AS^#»cB8ii-f 2>BI)f^ffi«:B5Si-?)t < l:^<, 

tmmi i ogMic 
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i4. 



CHz-CO-R 1 



5 




— j&^OCN-R 2 

CHj-CO-B 1 



15 




NHCONH-R* 
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